A number of risk factors are associated with the causation of glaucoma.
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conventional pathway has to take up more function of aqueous outflow.
The outflow through this route is also reduced in exfoliation syndrome, ocular hypertension, and during night-time. The outflow is found to increase in conditions such as iridocyclitis, glaucomatocyclitic crisis, and by prostaglandin analogs, which are being used to treat glaucoma successfully.
Unlike the TM/SC, the unconventional/uveoscleral pathway is not a welldefined structural pathway. In this route, AH enters the ciliary muscle and exits through the supraciliary space. It may also cross the anterior or posterior sclera and subsequently pass through the emissarial canals around the vortex veins or into the choroidal vessels. The uveoscleral outflow is driven by the pressure gradients through the uvea, movements of the ciliary muscles and changes in the extracellular matrix (ECM) or in the cytoskeleton.
The conventional route is the major site of aqueous outflow and the resistance produced in this area is responsible for the changes occurring in primary open angle glaucoma (POAG). 8 
Regions of Trabecular Meshwork
Based on anatomical location, the trabecular area can be divided into separate regions, which differ in both structure and function. These regions consist of:
1. The inner uveal meshwork.
2. The middle corneoscleral meshwork.
The juxtacanalicular connective tissue (JCT) adjacent to the SC.
The uveal meshwork is an irregular, net-like structure with cords connecting its different layers. There are large spaces between the cords, which contribute little to outflow resistance. This part of the meshwork consists of bands of connective tissue with irregular openings measuring 25-75 µ.
The corneoscleral meshwork extends approximately 100 µ deeper. It is composed of a number of porous sheets, extending from the scleral spur posteriorly to the peripheral cornea anteriorly. The size of the openings in these sheets decrease progressively as the deeper aspects of the meshwork is reached. These openings are oval shaped and have a greater diameter of 10 µ, with a lesser axis of 5 µ. Near the SC, the lesser axis is reduced to 1-2 µ, making the mesh tighter in this region. [8] [9] [10] [11] The uveal and corneoscleral TM is organized into a network of trabecular beams or lamellae. Each lamella has a core, filled with a fibrillar extracellular matrix and covered by endothelial-like flat trabecular cells. The ECM is made up of an intricate arrangement of type IV collagen, versican, ADAMTS4 (a disintegrin and metalloproteinase with thrombospondin motifs-4), laminin, fibronectin, metalloproteins (MMP-2 and 14), glycosaminoglycans (GAGs), and matricellular proteins. The matricellular proteins (e.g. thrombospondins, secreted protein acidic, and rich in cysteine [SPARC] , tenascin C, osteopontin, and hevin) are nonstructural adaptor proteins, which modulate the interactions between the trabecular cells and the ECM and modulate tissue remodeling. [12] [13] [14] [15] [16] Unlike the uveal and corneoscleral meshworks, the JCT is not arranged into beams/lamellae, but is rather composed of a loosely arranged ECM in which a sparse number of cells are embedded. Histologically, the JCT can be divided into three layers: 3. Inner wall (IW) endothelium of SC: this forms the outermost part of JCT.
It is a confluent layer of elongated cells attached to one another by tight junctions and lying upon a discontinuous basement membrane.
It has a bumpy surface due to protruding nuclei, cyst-like vacuoles, and finger-like projections, which protrude into the lumen of SC. The IW endothelium of the SC, its basement membrane, and the adjacent JCT is known as the 'IW region'.
The JCT has a network of elastic fibers that run tangential to the IW endothelium, which is also known as the 'cribriform plexus'. In response to fluctuations in IOP, the JCT undergoes an expansion and recoil, which is an integral part of AH dynamics. Elastic fibers are known to contribute to this mechanism. An acute rise in IOP, as in rubbing of the eyes, is offset by changes in the JCT, which brings the IOP back to normal. Histologic examination of the elastic fibers reveals an inner core of cross-linked elastin with an outer sheath of microfibrillar components.
There are other proteins associated with elastic fibers including myocilin, fibronectin, vitronectin, versican, tenascin C, decorin, GAG chains, laminin, fibrillin-1, microfibril-associated glycoprotein-1 (MAGP-1), and types III and VI collagen.
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Giant Vacuoles and Pores
The IW cells contain unique structures known as 'giant vacuoles'. These 
Schlemm's Canal and Downstream Pathways
The SC is an endothelium-cell-lined canal. It runs concentrically around the eyeball at the corneoscleral junction within the internal scleral sulcus.
The SC is oval or triangular in cross-section with a greater diameter of 180-250 µ. On the posterior aspect it is related to the scleral spur, while the IW of the canal is related to the TM. Occasionally, the SC may break up into branches which coalesce again.
The lumen of the SC may collapse to a size of few microns or less at higher IOPs, which led to speculation that this might be the cause for POAG. However, studies have shown that the collapse of the SC lumen does not produce a flow resistance high enough seen in glaucomatous eyes. It is speculated that the collapse of the canal would make the condition worse and does not in itself cause glaucoma. The SC, collector vessels, and aqueous veins are subdivided by septa.
These septa are present throughout the SC, but especially so near the collector channels. They bridge the inner and outer walls of the canal.
The proximity of these structures to collector channel ostia suggests that their function might be to prevent complete collapse of the canal lumen and occlusion of collector channel ostia.
The collector channels and aqueous veins are relatively large vessels, A number of platelets/plaques have also been described in the SC especially near the openings. It is not known if these plaques block the AH outflow. However, an increased number of plaques have been reported in older individuals, patients with POAG, and those with intermittent angle closure glaucoma. 7, 8, 13, 15, 19 In POAG, three types of plaques have been described within the SC:
1. Type I plaques are of low electron density and found predominantly underneath the endothelial lining.
2. Type II plaques show a rather high electron density.
3. Type III plaques are of low electron density but often contain dark strandlike condensations with regular periodicities of about 50-100 nm.
The Role of Lymphatics in Aqueous Humor Outflow
The anterior segment of the eye is drained by lymphatics. According to Singh, aqueous pulses from the ciliary body into the posterior chamber, with every systole of the heart beat. Subsequently, there is a pulsatile entry into the AC and the angle/TM. From the angle, AH reaches the SC. Singh has proved, by passing a thin wire and also by injecting a dye, that the periphery of the cornea has a circular sinusoidal channel, which is connected to the corneal lymphatic channels, the SC, and the conjunctival lymphatics. This channel corresponds to the lucid interval seen in arcus senilis and named the Canal of Singh (COS). With every heart beat, aqueous pulses from the AC to SC and from the SC to COS through 'aqueducts of Singh'. From the COS, AH pulses in and out of the corneal lymphatic network. This to and fro pulsatile aqueous movement produces a wave pattern on tonography. With each pulse beat some aqueous escapes into the extensive conjunctival lymphatics through numerous limbal connections and ultimately reaches the general circulation. [24] [25] [26] [27] It remains to be seen how lymphatics play a role in the development of glaucoma.
Physiology of Aqueous Outflow
AH outflow occurs in a non-uniform or 'segmental' manner, with flow rates being higher in the areas surrounding the collector channels.
At a low IOP, the IW is flat and appears to be in close proximity to a 
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Trabecular Meshwork Biomechanical Properties
All areas of the TM are found to contain thick bundles of actin in their cytoplasm. These filaments are responsible for a number of motile events within the cells as well as contributing to the cytoskeletal framework of the cell. These contractile elements also modulate AH outflow. Actin filaments are also essential for controlling cell shape, adherence to the ECM, motility, cytokinesis, and phagocytic activity. The cytoskeleton also regulates protein synthesis and provides a contractile apparatus for lifting of the trabecular sheets. [40] [41] [42] [43] The cytoskeletal elements can be divided into three major classes:
1. Microfilaments; and focal adhesions by phosphorylating MLCs. Due to this phosphorylation, the actin binding of myosin II and, therefore, the contractility increases. [48] [49] [50] As IOP increases, mechanical stress is put on the trabecular structures. In response to this stress, the elastin within the collagen beams and the elasticlike network of the JCT undergoes mechanical strain. The TM undergoes mechanical stretch (strain) in response to the increase in IOP (stress) and recoils back to its normal configuration when the IOP comes back to normal levels. As the IOP rises, the TM cells undergo increased mechanical stretch, transduced through the integrin-mediated attachments to the extracellular matrix. Any deformations in the TM are transmitted to the actin cytoskeletal network, which is altered by mechanical stretching (mechanotransduction).
The TM cells respond by making the ECM more permeable to aqueous flow and hence, increase the outflow facility. 
Extracellular Matrix Turnover
The ECM undergoes a normal turnover in nonglaucomatous eyes and 
Conclusion
An important mechanism of glaucoma is raised IOP. In most instances IOP rises as a consequence of altered AH outflow dynamics. Thus, an understanding of the mechanisms of AH outflow is pertinent in order to develop methods to modulate these pathways. By targeting the AH outflow pathway, a newer management strategy is being developed. n
